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 Hospitalization for a preexisting condition, provided that all of the following criteria 
are met: 

The hospitalization was planned prior to the study or was scheduled during the 
study when elective surgery became necessary because of the expected 
normal progression of the disease 

The patient has not experienced an adverse event 
 
The following hospitalization scenarios are not considered to be serious adverse events, 
but should be reported as adverse events instead:An event that leads to hospitalization 
under the following circumstances is not considered to be a serious adverse event, but 
should be reported as an adverse event instead. 

SECTION 5.4.3.1:  Pregnancies in Female Patients 
Female patients of childbearing potential will be instructed to immediately inform the 
investigator if they become pregnant during the study or within 8 weeks after the last 
dose of study drug.  A Pregnancy Report eCRF should be completed by the investigator 
A paper Clinical Trial Pregnancy Reporting Form should be completed and submitted 
to the Sponsor or its designee immediately (i.e., no more than 24 hours after learning of 
the pregnancy) either by faxing or by scanning and emailing the form with use of the 
fax number or email address provided to investigators.and submitted via the EDC 

system.  A pregnancy report will automatically be generated and sent to Roche Safety 
Risk Management.  Pregnancy should not be recorded on the Adverse Event eCRF.  
The investigator should discontinue study drug and counsel the patient, discussing the 
risks of the pregnancy and the possible effects on the fetus.  Monitoring of the patient 
should continue until conclusion of the pregnancy.  Any serious adverse events 
associated with the pregnancy (e.g., an event in the fetus, an event in the mother during 
or after the pregnancy, or a congenital anomaly/birth defect in the child) should be 
reported on the Adverse Event eCRF.  In addition, the investigator will submit a 
Clinical Trial Pregnancy Reporting Form when updated information on the course and 
outcome of the pregnancy becomes available. 

In the event that the EDC system is unavailable, the Clinical Trial Pregnancy Reporting 
Form provided to investigators should be completed and submitted to the Sponsor or its 
designee immediately (i.e., no more than 24 hours after learning of the pregnancy), 
either by faxing or by scanning and emailing the form using the fax number or email 
address provided to investigators.  Once the EDC system is available, all information will 
need to be entered and submitted via the EDC system. 

SECTION 9.2:  PROTOCOL DEVIATIONS 
The investigator should document and explain any protocol deviations.  The investigator 
should promptly report any deviations that might have an impact on patient safety and 
data integrity to the Sponsor and to the IRB/EC in accordance with established IRB/EC 
policies and procedures.  The Sponsor will review all protocol deviations and assess 
whether any represent a serious breach of Good Clinical Practice guidelines and require 
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reporting to health authorities.  As per the Sponsor's standard operating procedures, 
prospective requests to deviate from the protocol, including requests to waive protocol 
eligibility criteria, are not allowed. 

SECTION 9.5:  PUBLICATION OF DATA AND PROTECTION OF 
TRADE SECRETS 

Regardless of the outcome of a trial, the Sponsor is dedicated to openly providing 
information on the trial to healthcare professionals and to the public, both at scientific 
congresses and in peer-reviewed journals.  The Sponsor will comply with all 
requirements for publication of study results.  For more information, refer to the Roche 
Global Policy on Sharing of Clinical Trials Data at the following Web site: 

http://www.rochetrials.com/pdf/RocheGlobalDataSharingPolicy.pdf 

http://www.roche.com/roche_global_policy_on_sharing_of_clinical_study_information.pdf 

APPENDIX 1:  Schedule of Assessments:  Screening, Baseline, and Double-
Blind Treatment Period 

The schedule of assessments for the screening, baseline, and double-blind treatment 
period has been revised to reflect the changes to the protocol. 

APPENDIX 2:  Schedule of Assessments:  Open-Label Treatment Period 
The schedule of assessments for the open-label treatment period has been revised to 
reflect the changes to the protocol. 

APPENDIX 3:  Schedule of Assessments:  Patients Who Have Discontinued 
Study Drug Prematurely 

The schedule of assessments for patients who have discontinued study drug 
prematurely has been revised to reflect the changes to the protocol. 
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1.1.4 Treatment for Systemic Sclerosis 
The treatment of patients with SSc can be challenging, given the heterogeneity of the 
disease.  To date, no therapy has been shown to modify disease progression.  However, 
recent advances have been made in the treatment of organ manifestations, and formal 
treatment guidelines have been published on the basis of both evidence from the literature 
and expert opinion (Kowal-Bielecka et al. 2009). 

Several lines of evidence support the role of interleukin 6 (IL-6) in the pathogenesis of 
SSc, as presented in Section 1.2.  Blockade of IL-6 may therefore be a treatment path 
for SSc.  This evidence, along with the unmet medical need in patients with SSc, builds 
the framework for this study. 

1.2 INTERLEUKIN-6 AS DRUG TARGET 
The pro-inflammatory, multifunctional cytokine IL-6 is produced by a variety of cell types, 
including T cells, B cells, monocytes, fibroblasts, keratinocytes, and synovial and 
endothelial cells, leading to local production of IL-6 in joints affected by inflammatory 
processes such as rheumatoid arthritis (RA) and SSc.  It has been shown to be involved 
in diverse physiological processes, such as T-cell activation, B-cell differentiation, 
induction of immunoglobulin secretion, acute-phase protein production, stimulation of 
hematopoietic precursor cell growth and differentiation, osteoclast differentiation from 
precursor cells, proliferation of hepatic, dermal, and neural cells, and bone and lipid 
metabolism (Dayer and Choy 2010).  It exerts its effects through the IL-6 receptor 
(IL-6R), which is present both in soluble (sIL-6R) and membrane-bound (mIL-6R) forms. 

In vitro data from fibroblast cultures (Duncan and Berman 1991; Atamas 2002) and 
in vivo data from animal models of SSc (Hasegawa 2006; Kitaba et al. 2012) support a 
pathogenic role of IL-6 in the development of fibrosis, the histologic correlate of sclerosis.  
Kitaba et al. (2012) demonstrated the effectiveness of a murine anti-IL-6R antibody in 
preventing development of skin fibrosis in a mouse model of SSc.  The same antibody 
also showed efficacy for treatment of existing skin fibrosis in a bleomycin-induced mouse 
model for SSc. 

Increased levels of circulating IL-6, elevated levels of IL-6 in bronchoalveolar lavage 
fluid, and overexpression of IL-6 in endothelial cells and fibroblasts from involved skin 
have all been reported in patients with SSc (Koch et al. 1993).  Dermal fibroblasts from 
patients with SSc, compared with those from healthy controls, constitutively express 
higher levels of IL-6 (Kadono et al. 1998).  In addition, serum IL-6 levels correlate with 
the modified Rodnan skin score (mRSS; Ong and Denton 2010), a validated measure of 
the extent and severity of skin sclerosis (Furst et al. 1998).  Elevated serum IL-6 levels 
are also predictive of the extent and severity of skin involvement 3 years after disease 
onset (Ong and Denton 2010). 
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1.3.1 Clinical Safety and Immunogenicity of Tocilizumab in Patients 
with Rheumatoid Arthritis 

1.3.1.1 Intravenous Administration 
In patients with RA treated with IV TCZ, the most frequently reported adverse events by 
System Organ Class were infections and infestations, and GI disorders.  The most 
frequently reported serious adverse events by System Organ Class were infections and 
infestations, of which pneumonia and cellulitis were the most common. 

Clinically significant hypersensitivity events (defined as any adverse event within 
24 hours of infusion, not deemed “unrelated” to trial treatment, and leading to treatment 
discontinuation) have been reported in 60 patients leading to a rate of 0.38 (95% CI: 
0.29, 0.48) events per 100 PY.  Anaphylaxis occurred in 8 patients. 

1.3.1.2 Subcutaneous versus Intravenous Administration 
In Study WA22762, patients received TCZ 162 mg SC QW plus placebo IV every 
4 weeks (Q4W), or TCZ 8 mg/kg IV Q4W plus placebo SC QW in a double-blind fashion 
for 24 weeks, in combination with non-biologic DMARDs.  All SC injections were given 
by prefilled syringe (PFS).  At Week 24, all patients were re-randomized to open-label 
TCZ 162 mg SC QW or TCZ 8 mg/kg IV Q4W for 72 weeks. 

The safety profiles of TCZ SC and TCZ IV were similar in Study WA22762, with the 
exception of injection-site reactions.  At Week 24, injection-site reactions were more 
common in the SC arm than in the IV arm (treated with SC placebo; 57.97 vs. 
32.59 events per 100 PY).  Clinically significant hypersensitivity reactions occurred at a 
rate of 4.16 per 100 patient-years (PY) in the IV arm and 2.07 per 100 PY in the SC arm.  
At Week 97, the rate of injection-site reactions per 100 PY was 26.05 in the SC arm, 
33.63 in the IV arm, 93.45 in the IV-to-SC arm, and 0 in the SC-to-IV arm.  The rate 
of clinically significant hypersensitivity reactions was comparable in the SC and IV arms 
at Week 97.  There were no events of anaphylaxis during the 2-year study. 

During the study, serious adverse events occurred at similar rates in the SC arm and the 
IV arm (14.61 vs.  15.43 per 100 PY), with the most common events being infections 
(3.95 vs.  3.92 per 100 PY).  The rate of deaths per 100 PY was 0.39 in the SC arm, 
0.49 in the IV arm, 0.78 in the IV-to-SC arm, and 0 in the SC-to-IV arm. 

Decreased mean platelet count and neutrophil count occurred in both the SC arm and 
IV arm, but mean levels remained within the normal range.  Decreases to National 
Cancer Institute Common Terminology Criteria for Adverse Events (NCI CTCAE) 
Grade 1 or 2 values were numerically greater in the SC arm than in the IV arm.  
At Week 97, analysis of laboratory parameters showed that cases of neutropenia, 
leukopenia, and thrombocytopenia were comparable across all four treatment arms.  
Shifts in laboratory parameters for alanine transaminase (ALT), aspartate 
aminotransferase (AST), total bilirubin, and alkaline phosphatase levels were similar in 
both the SC and IV treatment arms; although adverse shifts in total cholesterol, 
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the open-label treatment period to receive TCZ.  These patients may remain on escape 
therapy during the open-label period at the discretion of the investigator. 

Patients may receive other concomitant treatments for SSc including treatments for new 
and existing organ complications as described in Section 4.4.1. 

3.1.3 Independent Data Monitoring Committee 
An external independent Data Monitoring Committee (iDMC) will be established to 
perform regular review of the safety data at least two times per year to ensure the 
ongoing safety of participating patients until the last patient completes the double-blind 
treatment period.  Analyses required for the iDMC’s review will be performed by an 
independent data coordinating center/Contract Research Organization as described in 
the iDMC Charter.  The committee’s composition and a description of its responsibilities 
will be provided in the iDMC Charter. 

3.1.4 Clinical Adjudication Committee 
A Clinical Adjudication Committee, an independent and blinded expert clinician panel, 
will adjudicate predefined serious adverse events with regard to their classification as 
SSc complications.  The definition of events for independent assessment and criteria for 
adjudication of the predefined SSc-related complications will be provided in a charter.  
The clinical expert panel's composition and a description of its responsibilities will also 
be provided in the charter. 
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4.3 STUDY TREATMENT  
Patients will be randomized in a 1:1 ratio to receive SC injections of TCZ 162 mg QW or 
placebo QW for 48 weeks during the double-blind treatment period.  Patients will receive 
their first dose of open-label TCZ at Week 48.  During the open-label treatment period, 
all patients will receive SC injections of TCZ 162 mg QW for up to 48 weeks. 

4.3.1 Formulation, Packaging, and Handling 
TCZ or placebo will be supplied in 1-mL, ready-to-use, single-use PFSs (prefilled 
syringes), each delivering either 162 mg (0.9 mL) of TCZ solution or 0.9 mL of matching 
placebo when the plunger is fully depressed.  The placebo PFSs will resemble the active 
TCZ PFSs as closely as possible.  A patient will use one PFS for each dosing per week.   

The study drug must be stored according to the details on the product label.  The drug 
label indicates the storage temperature.  Local packaging in some countries may be 
different.  Upon arrival of investigational products at the site, site personnel should check 
for damage and verify proper identity, quantity, integrity of seals, and temperature 
conditions, and report any deviations or product complaints to the monitor upon 
discovery. 

All study drug PFS must be stored at a controlled temperature of 2°C–8°C.  PFS should 
be handled according to Good Manufacturing Practice and GCP procedures. 

Used PFS with study drug will be stored at room temperature in designated sharps 
containers and returned to the site for disposal per local schedule.  Under no 
circumstances is the investigator to allow study drug to be used other than as directed 
by the protocol. 

For information on the formulation and handling of TCZ, see the most recent 
Tocilizumab Investigator’s Brochure or local prescribing information for Actemra. 

4.3.2 Dosage, Administration, and Compliance 
A single SC injection should be given to patients on the same day once weekly (QW), 
whenever possible.  If for any reason the weekly schedule cannot be kept (e.g., SC 
injections have to be postponed or moved forward to coincide with the next scheduled 
site visit), injections may be given a minimum of 5 days and a maximum of 11 days apart. 

The first SC injection in both study periods (double-blind and open-label) will be 
administered to patients at the site under close supervision.  Patients (and patient 
caregivers, if applicable) will be trained on how to perform SC injections at the Day 1 
visit.  After the patient or the patient’s caregiver has demonstrated competence in giving 
the injection correctly, SC injections may be administered by the patient or the patient’s 
caregiver at home.  If a patient is unable or does not wish to administer study drug at 
home, clinic staff may administer injections to the patient at the study site.  For patients 
and caregivers at applicable sites who require additional training, study drug may be 
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administered (or guidance provided) at Weeks 1 and 2 by a home nursing (HN) 
professional or (at sites with established teams) appropriately qualified site personnel at 
the patient's home or another suitable location (see Section 4.5.1 for details on HN 
services).  Provision of HN services is at the discretion of the investigator, and the 
patient must provide written informed consent to participate in HN services. 

The recommended injection sites are uninvolved (or mildly thickened) areas of skin at 
the front, middle region of the thigh, the abdomen except for the 2-inch area directly 
around the navel, and, if a caregiver is giving the injection, the outer area of the upper 
arm.  Injections should not be made into areas where the skin is not intact or is tender, 
bruised, red, or hard.  Injection sites will be inspected by site personnel or the HN 
professional, as applicable, at each visit and any injection-site reactions should be 
documented appropriately on the Adverse Event electronic Case Report From (eCRF). 

Patients will record details of their home-administered study drug injections in an 
electronic diary (e-diary).  Site personnel will monitor the medication records from the 
e-diary via an online portal.  Sharps containers will be provided for home usage, and 
patients will be instructed to place used PFSs immediately into the sharps container.  
The sharps containers should be returned to the clinic at each clinic visit and will be 
discarded by site staff per local practice.  Patients will be asked to return all unused 
PFSs in the provided boxes at each clinic visit.  Patients should also bring their e-diary to 
clinic visits.  Patient compliance will be assessed by maintaining adequate drug 
dispensing logs and return records (see Section 4.3.3), and by reviewing patient e-diary 
entries. 

Guidelines for dosage modification and treatment interruption or discontinuation are 
provided in Section 5.1. 

Any overdose or incorrect administration of study drug should be noted in the patient 
e-diary.  Adverse events associated with an overdose or incorrect administration of study 
drug should be recorded on the Adverse Event eCRF. 

4.3.3 Investigational Medicinal Product Accountability 
All investigational medicinal product (IMP) required for completion of this study (i.e., TCZ) 
will be provided by the Sponsor where required by local health authority regulations.  
The study site will acknowledge receipt of IMP, using the IxRS to confirm the shipment 
condition and content.  Any damaged shipments will be replaced. 

IMPs will either be disposed of at the study site according to the study site’s institutional 
standard operating procedure or returned to the Sponsor with the appropriate 
documentation.  The site's method of IMP destruction must be agreed to by the Sponsor.  
The site must obtain written authorization from the Sponsor before any IMP is destroyed, 
and IMP destruction must be documented on the appropriate form. 
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enter the study.  It will not be considered a re-testing if blood samples have to be re-
drawn because of sample handling problems. 

4.5.4.2 Re-Screening 
Re-screening (i.e., repeating the entire screening process) is required if a patient has not 
met all of the eligibility criteria within 40 days of the original screening visit.  Patients are 
allowed to be re-screened once.  Each patient must be re-consented before re-screening 
can occur.  It will not be considered a re-screening if blood samples have to be re-drawn 
because of sample handling problems.  During the screening period, it will not be 
considered a re-screening if pulmonary function tests need to be repeated. 

4.5.5 Medical History and Demographic Data 
Medical history includes clinically significant diseases (including SSc complications), 
reproductive status, smoking history, and use of alcohol and drugs of abuse.  In addition, 
all medications (e.g., prescription drugs, over-the-counter drugs, herbal or homeopathic 
remedies, nutritional supplements) used by the patient within 4 weeks prior to the 
screening visit and all SSc-related medications used by the patient since diagnosis will 
be recorded. 

Demographic data will include age, sex, and self-reported race and ethnicity. 

The National Health and Nutrition Examination Survey (NHANES) III reference values as 
described by Hankinson and colleagues (1999) will be used to calculate percentage of 
predicted FVC values.  The NHANES data sets have been standardized on the basis of 
key demographic information that includes race and ethnicity.  It is therefore necessary 
to record patient race and ethnicity to ensure that the most appropriate reference 
equation is used to establish the predicted values. 

4.5.6 Physical Examinations 
A complete physical examination should include an evaluation of the head, eyes, ears, 
nose, and throat, and the cardiovascular, dermatological, musculoskeletal, respiratory, 
GI, genitourinary, and neurological systems.  Any abnormality identified at baseline 
should be recorded on the General Medical History and Baseline Conditions eCRF. 

At subsequent visits (or as clinically indicated), limited, symptom-directed physical 
examinations should be performed.  Changes from baseline abnormalities should be 
recorded in patient notes.  New or worsened abnormalities after screening should be 
recorded as adverse events if appropriate. 

Physical examinations may be performed by an HN professional. 

4.5.7 Vital Signs 
Vital signs will include measurements of respiratory rate, pulse rate, and systolic and 
diastolic blood pressures while the patient is in a seated position, and temperature.  
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Patients who test positive for TB at screening should be evaluated for evidence of active 
TB per local standard practice.  A patient with a positive TB test may be eligible for 
study inclusion only if diagnosed with latent TB and treated per local standard practice. 

Patients who test positive for TB at screening and were treated for latent TB must 
undergo repeat TB testing at the Week 36 visit.  However, since no applicable clinical 
practice guidelines currently exist regarding how to further evaluate patients who have 
had a positive TB test, a clinical evaluation at Week 36 and prompt local review of the 
Week 48 HRCT to evaluate for any evidence of active TB is required.  Investigators will 
be asked to confirm this assessment.   

Patients who test negative for TB at screening must undergo repeat TB testing at the 
Week 36 visit.  If the Week 36 visit TB test is positive, dosing of study drug must be 
interrupted and patients evaluated for evidence of active TB per local standard practice.  
If a patient is diagnosed with latent TB and has started TB treatment, the patient may 
recommence dosing with study drug. 

4.5.16 Electrocardiograms 
Single ECG recordings will be obtained at screening and may be obtained at 
unscheduled timepoints if indicated.  ECG recordings should be performed after the 
patient has been resting in a supine position for at least 10 minutes. 

4.5.17 Patient-Reported Outcomes 
Patients will use an electronic PRO (ePRO) device to capture PRO data.  The 
appropriate PRO assessments will be programmed to appear at specific visits, as noted 
in the schedule of assessments.  Not all assessments are included at every visit.  All 
assessments will be translated into the appropriate local language. 

The PRO assessments are to be completed by patients without assistance at the 
investigational site prior to the completion of other study assessments and the 
administration of study drug.  PRO assessments are completed in this manner to 
minimize any bias that may come from investigational site staff assessments.  However, 
site staff or patient caregivers may assist patients who are physically unable to complete 
the questionnaires by recording responses selected by patients.  Site staff (and patient 
caregivers, if applicable) will be trained on how to teach patients to use the ePRO device, 
as well as how to avoid providing interpretation of questions or selection of responses. 

4.5.17.1 Health Assessment Questionnaire Disability Index 
The HAQ-DI consists of 20 questions referring to eight component sets:  
dressing/grooming, arising, eating, walking, hygiene, reach, grip, and activities 
(Wolfe 1989; see Appendix 6).  The total score indicates the patient’s self-assessed level 
of disability.  A negative change from baseline indicates improvement. 
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4.5.17.2 Scleroderma Health Assessment Questionnaire 
The SHAQ is composed of the HAQ-DI scale with the addition of five 
scleroderma-specific VAS scales (Steen and Medsger 1997; see Appendix 6 for an 
example) to assess additional elements of SSc disease and the impact each element 
has on a patient’s daily life.  Each VAS item is rated separately, with higher scores 
indicating more severe disease.  The five VAS scales are: 1) intestinal disease, 
2) breathing problems, 3) Raynaud syndrome, 4) digital ulcers, and 5) overall disease.   

4.5.17.3 Patient's Global Assessment 
The Patient's Global Assessment represents the patient’s overall assessment of his or 
her current SSc status on a 100-mm horizontal VAS (see Appendix 7).  The extreme left 
end of the scale indicates “has no effect at all” (symptom free), and the extreme right 
end indicates “worst possible effect.”  

4.5.17.4 Saint George’s Respiratory Questionnaire 
The SGRQ (see Appendix 10) is a self-administered questionnaire that contains 50 
items distributed over three scales.  Symptom scale assesses the severity of respiratory 
symptoms; activity scale examines impairment in patient activity as a result of respiratory 
symptoms; and impact scale evaluates effects of respiratory symptoms on overall 
function and wellbeing.  Each scale can be scored from 0 to 100 and a total score 
represents the weighted average of these three subscores.  This questionnaire has been 
recently validated in early dcSSc (Wallace et al. 2015). 

4.5.17.5 FACIT-Fatigue  
The FACIT-Fatigue is a 13-item measure of fatigue, with patients scoring each item on a 
5-point scale (see Appendix 8).  The assessment was originally developed for chronic 
illnesses and has been validated for patients with RA. 

4.5.17.6 SkinPRO Questionnaire 
The SkinPRO is a 22-item, patient-completed questionnaire developed to measure skin 
health status as experienced by scleroderma patients with skin involvement.  There are 
4 separate domains:  skin symptoms, physical function, social function, and emotional 
response.  The recall period is “over the PAST 4 WEEKS,” and the response set for all 
items is a 7-point ordinal scale, ranging from “Not at all” to “Very much.”  The SkinPRO 
questionnaire is a new, exploratory measure developed specifically for scleroderma 
patients.  The SkinPRO questionnaire will be administered only in North America (see 
Appendix 1, Appendix 2, and Appendix 11).   

4.5.17.7 EuroQol 5-Dimension Questionnaire 
The EQ-5D-3L is a generic, preference-based health utility measure with questions 
about mobility, self-care, usual activities, pain/discomfort, and anxiety/depression that 
are used to build a composite of the patient’s health status (see Appendix 9).  It is a 
concise scale that has performed well for patients with SSc (Gualtierotti et al. 2009).  
The EQ-5D-3L will be utilized in this study for economic modeling. 
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by the RCR, each specimen is "double-coded" by replacing the patient identification 
number with a new independent number.  Data generated from the use of these 
specimens and all clinical data transferred from the clinical database and considered 
relevant are also labeled with this same independent number.  A "linking key" between 
the patient identification number and this new independent number is stored in a secure 
database system.  Access to the linking key is restricted to authorized individuals and is 
monitored by audit trail.  Legitimate operational reasons for accessing the linking key are 
documented in a standard operating procedure.  Access to the linking key for any other 
reason requires written approval from the Pharma Repository Governance Committee 
and Roche's Legal Department, as applicable. 

Data generated from RCR specimens must be available for inspection upon request by 
representatives of national and local health authorities, and Roche monitors, 
representatives, and collaborators, as appropriate. 

Patient medical information associated with RCR specimens is confidential and may be 
disclosed to third parties only as permitted by the Informed Consent Form (or separate 
authorization for use and disclosure of personal health information) signed by the patient, 
unless permitted or required by law. 

Data derived from RCR specimen analysis on individual patients will generally not be 
provided to study investigators unless a request for research use is granted.  The 
aggregate results of any research conducted using RCR specimens will be available in 
accordance with the effective Roche policy on study data publication. 

Any inventions and resulting patents, improvements, and/or know-how originating from 
the use of the RCR data will become and remain the exclusive and unburdened property 
of Roche, except where agreed otherwise. 

4.5.18.5 Consent to Participate in the Roche Clinical Repository 
The Informed Consent Form will contain a separate section that addresses participation 
in the RCR.  The investigator or authorized designee will explain to each patient the 
objectives, methods, and potential hazards of participation in the RCR.  Patients will be 
told that they are free to refuse to participate and may withdraw their specimens at any 
time and for any reason during the storage period.  A separate, specific signature will be 
required to document a patient's agreement to provide optional RCR specimens.  
Patients who decline to participate will not provide a separate signature. 

The investigator should document whether or not the patient has given consent to 
participate by completing the RCR Research Sample Informed Consent eCRF. 

In the event of an RCR participant's death or loss of competence, the participant's 
specimens and data will continue to be used as part of the RCR research. 
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contact their physician immediately when any symptoms suggesting infection appear, to 
ensure rapid evaluation and appropriate treatment.   

If a patient develops a serious infection, administration of TCZ is to be interrupted until 
the infection is controlled.  The clinician should consider the benefits and risks to the 
patient before resuming treatment with TCZ. 

5.1.2 Gastrointestinal Perforations 
Symptomatic diverticulosis, diverticulitis, or chronic ulcerative lower GI disease, such as 
Crohn’s disease, ulcerative colitis, or other chronic lower GI conditions, might predispose 
patients to GI perforations.  Therefore, patients with these conditions are excluded from 
this study (see Section 4.1.2).  Timely diagnosis and appropriate treatment may reduce 
the potential for complications of diverticular disease and thus reduce the risk of 
GI perforations.  As a result, patients should be made aware of the symptomatology 
potentially indicative of diverticular disease and instructed to alert their health care 
provider as soon as possible if these symptoms arise.  Discontinuation of TCZ is 
required for patients who develop GI perforations. 

5.1.3 Demyelinating Disorders 
The effect of treatment with TCZ on demyelinating disorders is not known; events have 
rarely been reported.  Patients should be closely monitored for signs and symptoms 
potentially indicative of central demyelinating disorders.  Physicians should exercise 
caution when considering the use of TCZ in patients with preexisting or recent-onset 
demyelinating disorders.  Treatment with TCZ should be interrupted during assessment 
of a potential demyelization event and be resumed only if the balance of benefits and 
risks of continuing study drug is favorable.   

5.1.4 Hematologic Abnormalities 
Decreases in neutrophil and platelet counts have been observed following treatment with 
TCZ in combination with methotrexate.  In addition, there may be an increased risk of 
neutropenia for patients who have been previously treated with a tumor necrosis 
factor antagonist. 

Risk mitigation strategies for neutropenia and thrombocytopenia are summarized in 
Table 1 and Table 2, respectively.   
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5.3.2 Eliciting Adverse Event Information 
A consistent methodology of non-directive questioning should be adopted for eliciting 
adverse event information at all patient evaluation timepoints.  Examples of non-directive 
questions include the following: 

"How have you felt since your last clinic visit?" 

"Have you had any new or changed health problems since you were last here?"  
 
5.3.3 Assessment of Severity of Adverse Events 
The adverse event severity grading scale for the NCI CTCAE (v4.0) will be used for 
assessing adverse event severity.  Table 4 will be used for assessing severity for 
adverse events that are not specifically listed in the NCI CTCAE. 

Table 4 Adverse Event Severity Grading Scale for Events Not Specifically 
Listed in NCI CTCAE 

Grade Severity 

1 Mild; asymptomatic or mild symptoms; clinical or diagnostic observations only; 
or intervention not indicated 

2 Moderate; minimal, local, or non-invasive intervention indicated; or limiting 
age-appropriate instrumental activities of daily living a 

3 Severe or medically significant, but not immediately life-threatening; 
hospitalization or prolongation of hospitalization indicated; disabling; or 
limiting self-care activities of daily living b,c 

4 Life-threatening consequences or urgent intervention indicated d 

5 Death related to adverse event d 

NCI CTCAE = National Cancer Institute Common Terminology Criteria for Adverse Events. 
Note:  Based on the most recent version of NCI CTCAE (v4.0), which can be found at:  
http://ctep.cancer.gov/protocolDevelopment/electronic_applications/ctc.htm 
a Instrumental activities of daily living refer to preparing meals, shopping for groceries or 

clothes, using the telephone, managing money, etc. 
b Examples of self-care activities of daily living include bathing, dressing and undressing, 

feeding oneself, using the toilet, and taking medications, as performed by patients who are 
not bedridden. 

c If an event is assessed as a "significant medical event," it must be reported as a serious 
adverse event (see Section 5.4.2 for reporting instructions), per the definition of serious 
adverse event in Section 5.2.2. 

d Grade 4 and 5 events must be reported as serious adverse events (see Section 5.4.2 for 
reporting instructions), per the definition of serious adverse event in Section 5.2.2. 

 

5.3.4 Assessment of Causality of Adverse Events 
Investigators should use their knowledge of the patient, the circumstances surrounding 
the event, and an evaluation of any potential alternative causes to determine whether or 
not an adverse event is considered to be related to the study drug, indicating "yes" or 
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be replaced by the established cause of death.  The term "sudden death" should not be 
used unless combined with the presumed cause of death (e.g., "sudden cardiac death"). 

If the death is attributed to progression of SSc, "systemic sclerosis progression" should 
be recorded on the Adverse Event eCRF.   

5.3.5.9 Preexisting Medical Conditions 
A preexisting medical condition is one that is present at the screening visit for this study.  
Such conditions should be recorded on the General Medical History and Baseline 
Conditions eCRF. 

A preexisting medical condition should be recorded as an adverse event only if the 
frequency, severity, or character of the condition worsens during the study.  When 
recording such events on the Adverse Event eCRF, it is important to convey the concept 
that the preexisting condition has changed by including applicable descriptors 
(e.g., "more frequent headaches"). 

5.3.5.10 Lack of Efficacy or Worsening of Systemic Sclerosis 
Medical occurrences or symptoms of deterioration that are anticipated as part of SSc 
should be recorded as an adverse event if judged by the investigator to have worsened 
in severity or frequency or changed in nature at any time during the study.  When 
recording a worsening of SSc on the Adverse Event eCRF, it is important to convey the 
concept that the condition has changed by describing a worsening of a symptom or 
syndrome (e.g., "worsening gastrointestinal reflux disease") instead of a general 
"worsening of systemic sclerosis." 

Worsening of skin thickening as measured by mRSS will be captured as efficacy 
assessment data only and should not be recorded as an adverse event.  Worsening of 
FVC, if not accompanied by clinical symptoms, will be captured as efficacy data only and 
should not be recorded as an adverse event.  Every effort should be made to document 
disease progression through use of objective criteria.  If there is any uncertainty as to 
whether an event is due to disease progression, it should be reported as an adverse 
event. 

5.3.5.11 Hospitalization or Prolonged Hospitalization 
Any adverse event that results in hospitalization (i.e., in-patient admission to a hospital) 
or prolonged hospitalization should be documented and reported as a serious adverse 
event (per the definition of serious adverse event in Section 5.2.2), except as outlined 
below.   
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Appendix 9  
EQ-5D™ 

 

 

 

 

 

 

EQ-5D Health Questionnaire 

(English version for the United States) 

 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
© 1998 EuroQol Group.  EQ-5D™ is a trade mark of the EuroQol Group 
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